Esophageal cancer is a highly aggressive cancer and the surgical treatment is extremely invasive. In Japan, the patient prognosis has improved remarkably due to advances in tumor diagnosis, operative techniques, perioperative management, and chemoradiotherapy; however, approximately half of the patients cannot be cured even after an esophagectomy [1, 2] . Early detection, as well as prevention, is therefore important to avoid esophageal cancer deaths.
Both cigarette smoking and alcohol drinking are wellestablished risk factors for esophageal squamous cell carcinoma (ESCC). A dose relationship and a synergistic effect of these two factors have been reported regarding the risk for ESCC [3] [4] [5] . Also, heavy exposure to these factors is closely related to multiple occurrences of SCC in the upper aerodigestive tract (UADT), including the esophagus and head and neck regions [6] . Furthermore, individual cancer susceptibility differs due to polymorphisms of metabolic enzymes [7, 8] . Regarding SCC in the UADT, a polymorphism of acetaldehyde dehydrogenase 2 (ALDH2) has been reported to be important not only for the development of cancer but also for multicentric carcinogenesis [9] .
Various kinds of genetic abnormalities have been investigated in ESCC, including the activation of oncogenes and inactivation of tumor-suppressor genes, and a large body of knowledge exists concerning esophageal carcinogenesis [10] . However, there is little direct evidence showing a causal relationship between alcohol consumption and cigarette smoking and the genetic abnormalities observed in ESCC. Furthermore, the molecular mechanism of the joint effect of tobacco and alcohol has not been reviewed in detail.
Against this background, Dr. Morita and colleagues review the clinical significance of tobacco and alcohol as risk factors for ESCC, and Dr. Toh and colleagues discuss the molecular mechanism of tobacco-and alcohol-inducing carcinogenesis of the esophagus.
